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3. fcfljfcftE^li* M^fc^E^s ^ D 5?^, 



1 0 s Ht«tt'<*-?-V T©3Sfflt©H> y ^-^ * . j zf *ft li^roBf 

11, # D ^r- y =f^-<i. ^ >7;ViyfS <H a e m o 
philus fnfJuenzae). ;*:AB8S (Es che r i ch 
i a coli), 0&#rflB (Neisseria, meni n?i t 
1 d 1 8 ) ^ Jfc&m&#m (Streptococcus pneum 
on i a e > , 4k»»«S3S8S (Streptococcus pyog 
e n e s ) , ii $ /H$SI (Branhame I 1 a catarrha 
lis),3U7i(Vibrio cholBne),y7f;7 
aff(Coryn€bacterium diphteriae), 3+05 
CNeisseria sonorrhaeae), f BRB < B o r 
de te 1 1 a pertussis), $94ft£ CPs eudomon 
as aeruginosa),, H67" K->#ffl (Stapbyloc 
occus aureus), IffijfefTIH (Klebsiella pn 
e umo n i a e) £*:l3«*gSSl8 (Clostridium tet 
ani) frZtomZtlZ^ ±E»1 O^K*S0£&# O 

13, # r J 'J =mJRi£atia*£«l (Streptococ 

cus p n e umo n j a e) j^?,S|»$fLS, ±E^1 l^llBtt© 

14s U t-* fcJi?r 'J ^t — IS. ffi&M&l&m <S. pneum 
o n i a e ) ©ila^M 1, 4, 5, 6A, 65, 9V, 14s 18C, 
19Fi/;I123F^^©tO-C*.5, ±8H^ 1 3 #KI&©l££f** 



1 5. # U -V 'J =fv-|i. (N. me n. i n g i 

^-i; 1 a, * 'J 1 * v*-y 

20. */u*>*MtT0L&R¥tt* mmmttR?* ^p^^, a 
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25, *H V -7-* fclisf If :f"7-fi. -f > >"tTBS (Haemo 

phi I us influenzae). (Escher i ch 

i a c o J t ) . (Nei sseri'a menlngit 

idi 8), (Streptococcus p n e u m 

0 n i a e ) . ffc»««J$S (Streptococcus p y o g 
E nes) . *J y^^ffi (Bra. n h a m e I 1 a catarrha 

1 Is) . 3U-5m (Vibrio cholerae) . W7 r'J7 
HCCorynebacterium diphteriae). IfrBS 

(Neisseria gonorrhoeae)^ l^BISBI CB O r 
detella pertussis). CPseudomon 
as aeruginosa). Stfe? K9»i CS t ■ phy 1 o c 
occus aureus)-, fttlfel^ Bi (Klebsiella pn 
e umo n i a e) * *l±5&ttJ&l» (Clostridium t e t 

27, # y v-*/t*i?i-y ^itm^mm^m CS t r e p t o c o c 

cus pneumoniae) fr&«»4h4> J=K8S2 5*SJ5«2> 
2 8, *'J 'J =^-t±. ffi&M«a#^ CS, p n e um 



a n i a e ) ©jfa»S! 1 . 4, 5. 6 A, 6 B. 9 V. 14. 18C, 

2 9. 'J -r-*fcli^-y ^-t*. ffim&aS (N. meningi 

t i d i s) a>yA>—?Attz\*r*i'-'?cto&m4)#v* 1 ) K-e**. 

±I5» 2 5 JS!2*fc4> ^ ? * 

3 3. ffi*«5Ee3?. * 



3 4. ttW(4|ft?KftW*«**WlW-CA*, ±15^3 1 BIB*©* 
03. ftsgEattttt^f* tiffins Hfc. tftOK*fctt*coBPfflr^ ME 

ftLfctt*^6tt*3. M^M^U Bff^^t^ti^S-C^^ 
^^^^ jfh^tyS^lilffiSH^ trv ^j^--> a 

sic s ^ 1 1 * th -t tz & v ffi® v ? 1- > m&®* 

36, t-f M^_>^Ji']>^AO(±0^7xD>, ^> 

37. fciijfcss^i*. ^p^f^, ife 

40. ^ y ^-*fc»i*'J -f >7^^>-TM CH a e m o 

philus influenzae). ±Bm (Eschericb 



ia col (Neisseria men in* It 

i d i s ) i B*fc&m'&& (Streptococcus pneum 
o n i a e ) . (Streptococcus p y o g 

e n e s ) s ft 9 ;PJ£lS§ (Branhamel La catarrha 
J ia), (Vibrio cholerae). v*7f 

8 (Corynebacterium diphter i a e ) „ fttS! 
(Neisseria gonorrhoeae). "SB^SS (B o r 
deteMa pertussis) s Hi & (Pseudomon 
as aeruginosa), lifer K^BJtB (Staphy I o c 
occus aureus), ffi&rTM (K)ebsiel la pn 
e u mo n f a e) * fc(i©«mfi (Clostridium tet 

4 2, ^'J^-Sfclia-'J =n«2&»&S*« (Streptococ 
cus pneumoniae) iiSBSS 4 O^Ett© 

4 3, HOJ ffi&ii«BJ$m (S. pn e urn 

o n i a e> ajtaflHH 1, 4. 5, 6 A. 6 B. 9 V. 14, 1 8 C, 

4 4, =f-^-li, *SB*£^ CN. m e n t n g i 

tidis) CD / JWT'Ai fcli^-T'Cta 26? ft 'J FT?** 

_tgB^4 ogiia«i©«W7i? 
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4 7. tfcJBI*, *^«J<ottfl5C, tf-frt'XttllU fltfco 

arfc < fcr/es^SEttiWfisttJ5R^$i«s»j; t)atR$n*, ±12*3 sis 

4 9. ifcfiff fi, Y >7 frx. >-0*flg (Haemophilus inf 
] u e n z a e ) > ^BSffl (Escherichia co 1 i) , tt 
JBt&^ (Neisseria meningitidis), Bffj&Slftl 
(Streptococcus pneumoniae). -ffcSIie 
«(S£8i (Streptococcus pyogenes), ii 9 
S (Branhamel La catarrhal i s } > 3 <V 
ibrfo cholerae), v?7f 'J7fi (Corynebac 
terium d i phter 1 ae) » ftfrfll (Neisseria 
gonorrhoeae). *^BKBi (Bordete]la per 
t u s s i s ) , (Pseudomonas aerugino 

s a ) , Hfe^ K^BJBS (Staphylococcus a u r e u 
s) , W&ffB (Klebsiella pneumoniae) *fc 
(Clostridium tetani) ') t <o 



5 0. «; TWglif y'«?HfitbJMttttH ( S t r e p t o 

coccus pyogenes) OM?^^Rtifc5, JilHW 4 8 

5 1 > tSBBR S »?-r ^XfflF, N*fciiG ;? K*Pife« „ _h!E 

5 2, JfclRhiR S «7-f ;^O^W^flF^7f F 283-315 

- fj — * y - 2 y y iKi'/vy tr h-yu^x^ v<z>9L&wi%'& 



J:r/^JU^& > TJ •V'- 

M-CFS, IL-1, IL-2. IL-3, IL-4> IL-g, I 

^-^xP>, I L-l I L-2«ta/K*fcF±5 by>«»Tffl 

WOiiW*? J: t**Hfc *tt-&*4> B#09S**dai;L7: 

B«B|S<± I L - 2 U*?'^-*^^'*' * Z. ±i>^iStl1z 0 * 
5»©-^fi£^*t^gl^ r J y^ft-f > C+y^^*- (Ne n c i o n i ) 
5.. ^ • - -f I* J cr>>- ( J . I mm u n o I ) , 13 9 

: 8 00-8 0 4 (1 9 8 7) >MA (Kronhe i m) ^> 

*m&&n4, 8 0 1, 6 8 8f ;#H77x (Ta?l labue) 
ti, *EttSr3M. 7 7 4. 3 2 0t;7^t^fx (Fernad 
es>&. #S<ft?m4, 6 0 4, 3 7 7f] liftg*SI*$!ltt5c 



-(Nature) 3 0 7 ; 381-382 (1984) 0 
(Nenc i oh i ) £s t» + -^4"*^WA;oy- (J. Im 
mu n o 1 ) , 1 3 9 : 8 0 0 - 8 0 4 ( 1 9 8 7) ; *<7- K (Ho 
ward) Bfefli^yF (EP) 28 5 441^ 

warn, aw, v^y > 

S)gE2tS2. CRM,,,, 'J i"-<t L"CfilfflSn5 a 

CfDr«fb-*-*fc*&^S£*IEtt*tiTfCt*S. *7?> K (Mo r e 1 
and) *f J;tF-<F v (N J t eck i) OOTftf^SM, 7 4 5. 
180^1 9 8 8^5^173) tt. A^y >WriT^**«^bfc & - 

^ a 5^ (Schmidt) S C^KI^rf^^ 4 . 7 7 2. 6 8 5 



j£llr#l±S£*fc£nfc [^KKatre) ^7 7 (Knau 

n.#H4$tf#4, 7 6 6. 1 0 6f, 1 9 8 8if6^23Bfclj; 
WO8700056> 1 9 8 7 ¥> 1A15B] , PSI&f'. <G 
a rma n) [KiH^ft CEP) 1 8 3 5 0 3f, I986^6^4B] 

:£ftft*#H6, h/KHI 1 1) , D. J,.J. Reprod, Fer 
t 1 1 I t y 8JL : 723-734 (1989) (Rou 
pas) Mo I. Cell. Endocrinol. 6 1 : 1 - 1 
2 3 CI 9 8 9) a 



at&HMta^ (egf) . tamjs*^ ctgp) . m®. 

n ^?vyr- : S^*--*Vm.m* CGMCSF) , ffit4S^c--M 

aKS^F cocsf) . <-rv*y ^i»mh? ci gf-d . wh v 
u b->* fci*-r 'J * few-tourr* -assess® mmji-vn 

*ftbftffi»*J:tfWl'fctt*««tl i ' : »*** ft *** !,l * ,,lt 

m 1 Hli, f&W©^ 'J 'J tf-yA* 1 } h'kWX^- h (P RP) - 
rh I L-2*^#tJtKU-C#«ft»***t: ML-2 (rhIL 
-2) ^«E»^^d^V^^7^- CHPLC) ^>^¥f*^-to 

&2m±. tt»R«IS*l**PRP**r h : 1 (w/w) 

iti-^Mj-^ PRP— rh I L - 2^^(*«0 i7 h ^5 7^*f5tc 



O^^^-T-S : PRP -CRM, rhIL-2. PRP, PRP-rh 
[ L-2 (2x) , PRP-rhlL'2 (2x) . PRP 
-rhIL-2 (20K),fcJ;Cl t PRP-rhIL-2 (20x) s 

J^SEIa-cii, Ca> ^fi*i*f->I L-2 (BrIL-2) 
, <b)PRP-BrIL-2(2:l> atAWJsJstf CO PRP- 
Br 1 L-2 (20 : 1) ^^-^©H P LC^^f^^'#* ( > 

»60i±, PRP-BrIL-27?^V<2'?^*£>7-D.yr#fff 
4^t, ^ci v hli*/ ?n-^/L,fttPR Pffl;** (Ell 7 — 5) 



— 4 — 



>- x <{ > ? — y 1 a* << 'j j 1 

imi c) *s ^ffltici^i. #f*L<i±, 'JV^-f 

4, *b-c«i#Ja?gra^ (TNF) , /p?^>, (E 

GF) , fflflj&^ST (TGF) , «fM-**n7 7-5>JO.=.-W* 
Ea^ (CMC S F) , IBTttlS 3a-~«MEg^ CGCSF) , -f 
^tiSfc&iS^ (IGF-1) . VThhotrv CfiEft^/v^» *fcti 

CD fffe CD * > * I* B£A @Tt * 5 £ t T * * „ 
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ft© feo*a*t«' : f «; >J 

fflr^i*. ffiffi -j it. nt^tfi^JT-, 

(CP) Ji£l*©l*ttSffl»'*£^tf7^£lJ|*-*** 
;t^H. £*i lift© : *f >7;pxy-tfH (H 

aemophilus influenzae), il$St£fcMW C S t r 
eplococcus)*, WjLI*. tt&a&tt&tf CStreptoc 
occua pneumoniae) ( £ < KtfGntlS 1, 4, 5 , 6 A, 
6B, 9 V, 14, 18C, 19F, fJ:^23F) , {bM&tit&£ CS 
t reptococcus pyogenes) fciLfX h 1>3 7 



? A • Tif? 2 CSt rep tococcus agal act 

i a e ) , (Neisseria meningitidis) 

(PJ&tf, ]f&7*Sa, bteJ:CPc) , Iffi&fFM (K I e b s i e 1 la 
pneumoniae). !$J»0S CPseudomonas aer 
ug i no s a) fci^Kfe^ K?J*« (Staphylococci 
s aureus),, 

"J 7&fl-tf>^ v-f±5SfSfectC509^, #J*i;T, 
* *?!r7 * frT >X(CryptocQCCus neoform 
ana) , *Ki*mmfc±K&mz&i^$ ft 

WffiT**. Ji^^^o^^feiiT ^ ^*A:iir I F©^*^< 



tcWT 5 WtKJ:* :*IB»W»4 P 6 7 3, 5 7 3f (Anders 
on. P T W. ) . 1 9 8 7*t6£ 1 6Bl§rT, *s <fc ^^S^I^JS 4 . 
761, 233-^CAnderson, P. W. ), 1988^8^2 

*fcii-y-v ^ 'J Ki=*t^-*fej9Ei6*«r»jla»«Bt*ft>T:9i4tb^-ciA< 

^ ^ -^vyUT iUy a £ K, N. N - V* 9 f-r UA>- N- N 

ftS5S<J*«^^ CISCOMS) : : ±J«tEF; * 

'J^V^Ai^fJ I SC0MS©*i:?BAt5 



*x*{i&i*j> (#1*1*.. < osstti^ 1 ;?-) . J&f*m. us 

'f >7 A-^ ^ IfBB (Haemophi 1 us inf luenzae) 
Kit) Sit ISC S*l4BtJBI^IC^-r5 7^f L >M*(Cte^r^ffl'C*« 

I (Haemoph i, 1 us influenzae) bg!e>* U ^ 

.1? 'J U ^ v t' r x 7 * ~ h C P R P ) 
*BBC*'^*-'<^^y r©S§fll&tf\ > 7 A-^vtTB (H, 

influenzae) b MkZ J: *? §[#fiC *#1*„ 
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jb, gTcotSEu Ti//^>, se^™^, 

* : ^JS^T#fe^feJ:^^J*6^^ >yy^^^m <H a em o 

ph i 1 us influenzae)^ (Es che r i ch 

la coli). *5JSlfefi9 (Neisseria men i'ng I t 
i d i s} ^ f|i^aftl^05 (Streptococcus pneum 

0 n i a e ) ^ (tMit«S^ffl (Streptococcus pyog 
e n e s ) „ ft 9 /l/#3f (Branhame 1 I a catarrha 

1 I s) ^ =3U^m (Vibrio cholerae) . i> ~7T U T 
S (Co ryneb ac t e r i um d i ph t e r i ae) > #f HI 

(Ne i sseri a gonorrhaeae) » W B "KM (Bo r 
detella pertussis), CPs eudomon 

as aeruginosa), HQs' ( S t a p h y ] oc 

occus aureus), IffisferTJif (Klebsiella pn 



e umo n i a e> fc^r/B^j&S (Clostridium tet 
a n l ) a 0< -5A^<Wr3E©titraii, ROfeOtfl*t5 : /<£t^J 7 

ophilus influenzae), flfiffl^BI (N e i s s e r 
i a meningitidis), mm (Neisseria so 
norrhaeae) £ fctttt^VJ^BS (Branhame I I a c 
atarrhalis)] Is ?T V T ? > J * & IK CM*,i*. 

<b)»3t&££S9 (Streptococcus pyogenes) 

<&iiPHje$n«^ : t hfeSE^»^-<^^ ( r fe^^r i at) , t n 

^^&ifii^*f7>f (I. 1 I&ckCM I T Sf) . RS-)^^, AI 
^i?^;^, ^d^O-f^^. ;i/^5^^/UX, fiL^"*-^^ >y r 

>/<^?K (d iJcF-^T'^ K2 8 3 - 3 1 S^^^^SlTtl^x WO 8 9 
/0 2 9 3 5, SBW©«»! TRS C-T/VX : 7 * * >fc «fc BWf®T y 
^^j ^ ffiBfltf p a r a d i a oh P. ^) te^RS^^X (RS 
V) coNfe^fcU'G^ V P 4 (VP3tUTt*Sl^ntU5) 



d^^^I!S5e*4x^t> (Cand ida) fll (CtiCa 1 b 

icans) ^ ^"J-^b^^?x (Cryptococcua)a(C 
t^ne formans) , /fx h A-bx (BI astomyces) 
* derm at i tdi s ) , (Hi s tr 

opl asma) m mmi t i s) , ^73 r > f-'o-ffX 

(ParuoccidroidesJUCtCbras i 1 ien 
sis) ^iHPTX^U^yt/X (Aspersi I lus)« a 3fSE(* 

*W (P 1 asmod i um) *v (Eimer i a) 

->X!«vr (Sch i s t o s o m a ) Mi'W? (Try 
panosoma) fS.^ ^^is? (Babes i a) U*4 is — 
T CLe i shman i a)«, ^(/^htfU^T (Cryp tosp 
or id i a) 1, X^t (Toxop 1 asma) 

-A^txxf X (Pneumocys t i s) 



— 6 - 



iserf-e* *o ai^stift:ta:W4?j:i/Fii*(:jft*snfctitw©#*$*t* 

ftlittfrJH* W*-ti^ Vri*J:tf3 <"irl±tt£*t> 
dO^T&ICJS^T, LTflMU Wife. »{ts feJiV 

£<iBfe<fctfT*Hj}&©^ v^-i^-^y© nr^#-©<tifif- i l - 
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* ft: 26 J= -h# JW IHJSe^T * £ <, 

F RP T r h„! L- 2%£ft 
ffl.*»;tfc h r h E L — 2 (1 m * <D0tlSt£*«>, C e t u s „ A >/ 



3tfgOrhJ L-2*&*rL* 0 

PRPffl^i; =T» (*£J£2 0 : Dp20) ft®3oiSSMfr 
I'ftK Stc^T SWt [7>^-V> (Anderson) P. W. 
©^IH#KF3R4 f 6 7 3. 5 7 4§, 1 9 8 7 *P 6 £ 1 6 B Kff, J; 
tf*E!tef**&4, 7 6 1, 2 8 3^ 1 9 8 8 fp 8 8 2 B Kff ) Ei<t*?> 
P RP*t r h [L-202 : lifc«2 0 : IMJtT r h I L — 2 Jh 

^ITOfcliT, 1 0 0/£ 1 O r h I L~2t2^01ttKl© 
ttffii£pH9. 6 C5tf I) wn(iR«**«ltpH8. 5 

iUfco ^T/ ^OTfc&ft;*- h f J •> A (JUK ^^Tk^cp^ 5 7mg/m 

rhIL-2 (100*1, 3 3 3^g) tY^7^>fB CH a 
emophiius influenzae) b W.* 'J <P36tg&** 
LfcPRP (Hbo) (WW-2-6 5, 6 0 0 ^*) iffi^U. ft 
#»&©8ffift2*^pH9. 2 C5 ^ 1 ) £i£*ti Lt^^* P 
H8. 5il/fc« S*7 h »J 7A C)W-r3l->*cD*^5 7 

rhIL-2 (lOO^K 3 3 3 pg) fct%tfi$£1fk LfcHb o CW 
W-2-65s 6. Omar) irft^Lfc. *^ST«cO««lh-te 2 p H 



9. 2 C5 ^ I ) ^i^jtoU-CSCtTS^^^p H8. 5iLfc. i'T;* 
^TK^ft^ h y OA C^-f^-^^O^^S 7mg/m U 2 fi 1 J ^i^ 

■>T v^^>*Rft*Lfcp 18RffiiS^©HPLC»«f*i?Af7fc 
KnyyU (Waters, Tif s. -fcr V itt £4*7 #— K) 0^5 A 1 
2 5X2 5 OTV >Sf«S?P^tpT3IS8ir^ts r L — 2 

m 1 Er±, PRPWrh IL-2ffl20 : 1 ©ii;^^fe<r^•C. PRP- 
r h I L« 2<OISS!!^#*ffl^«TC?3HP L C h ^^7A*^ 

©A^A-C^^fL-fco JP2H4B±CfJPr3IH«^ *n*4ix PRP^rh 
IL-2C2 : 1 «d±t^ PRP-rh I L- 2 l:o^Ti;J;C t; e y 

*SPRPK(* (E 1 1 1 7-5 ; L a b Service, Praxi 
s Biologies, Inc. ^ — *—3-?jiiur*X?— ) & 
ffifflLTPRPfflrhl L-2-vtf>*7 v^y >^lir3t%TK« L]t 0 1 

fc^rlO^WS^iLfco C£0«c^B LOTTO ( 1 0 i »J */KO 
V >K^" h 'J ■? A8S»Hb£.3fftiSSS?£ft P H 7. 2, 150i!l*yV« 
N a C I *«&5M©*MfiJW!EtfUA^) t7"D 7 + >^Lfc, ^tj y b 



t p-mPR PiMK-fcKJG B LOTTOTA < at* 

*^t«^ (S I gma Chemical Co. , 5'/U-W 
hA"f *) -e««bfc- r h I L- 2*^WPRP#aiiKJ6tt* 
^StT. fltPRP-rhl L-2»A#l±»tt<&Kl6tfc**L.fco 
P R P J£*&ii~ h P -fe^»~^i-tS^U^t>©"Cs' ^-^i<^5ft-r* J: 5 
f;PRPtirhIL-2i:*^'J (SB4BI) o 

T*^*-Ufc. CTLLfirhIL-2«iffi*fli^T*t3, * 

ffligKidi^.S t» SxlO'^CT L Lmfc&n* r h I L — 

2ifcliPRP-rhIL-2 t b & Ufco CTLLO^fi* 

SSIli, i*OPRP-rhI L- 2 J£&#f3cp© -f 'i 

>-2o4i^^f£^fto r h i l- 2 ©am 

t?3x 1 O'fflCTL L|Ol|6*******W©*K»3&bfco *ffl!S© 

J&SflDK £ Lt«t, mm&fii&ti* rhIL-2 CDfcmoSSSJi'toSrte 
fflUT»6ixfc«*:*tb-CiEffl{fr5 e t*-***, PRP- r h 1 L 
-2 (20x) liPRP-rhIL-2 C2x) feitF^v ? r h I L 
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PKP-rhIL-2 (2:1) 


33 
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PSP-rhIL-2 (20:1) 


68 
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86 


91 


95 


PRP-CRHut (KbOC) 


0 


0 


0 


0 


0 



PRP-r h I L-2tt£#3»*yg>ftaEMtt : 

(Swl ss-Webs ter) V? * (Ta 
con i c Fa rmSs —a- 3— S'W^r-^^tfv) £ P R F 
»rhIL-2 (20:1) PR P - r h I L- 2 (2tl)» 

PRP"CRM„T»ft# CHbOC, Praxis Biologi 
cs. Inc. *m&omMLt Ltd 

JBUfc, PRP-rhl L-2»&ft«fr* C4"C-C1 3 5efBJ*?«b 
te) £, 7i?*^> bfl^r, -=r^XJr 1 0 tfcli 1 # r 

h I l-2©«-C£«l'fc«i PRP-CRM,h^U?©PRP/v 

* L.-C0C6D^W 7 r - (F a r r ) 7^/1^9 PR P (rtf-*- 



PRPtc*f-S-*!S»*«*^Lfc7 ^- (Farr)5^U;77 

fSiSSt»i:fe^t, 1. S'/ilfli'v'O^? (Eppendor 
f ) fi:»U/:o C'H] - PRP (50 ul> * C a *C 1] - h U- 

UT4 0 0 M 1 B«i*tt*«TOaiC»*ll'ft* ^7 
/^T^iftfti/^^-'/s^^f^^-^*^ PRPt~*S£r 

fttifcttPRPKttCiSStft, 2-3. 5/f *o*itr*-»cttP 

^7^^>©^«2^^^fflU-C^4ilJ*tl*ilU^o PRP-rhlL - 
2 ( 2 0 : 1) '*» ^^/Ui^ifar (Haemophilus in 
f J u e n z a e) b 'J =Tfl|C R M. CHbOO <3*tt 



* I I 

PRP-r h I L-2SI#<*^^^>l=^rS^PRPln:t*^Je« 



7 > 




fhO 


fk2 


Tk4 


PHP-rha-2 (20: L) 


10 


0.17 


2.0 


3.0 


PRP-rhrL-2 <20:O 


1 


0. 10 


2. 0 


5.37 


PRP-rhIL-2 (2:0 




0. 10 


3. 54 


4,19 


FRP-rhlL-2 (2:1) 


1 


0.14 


2.0 


4. 20 


FbOC 


1 


0. 10 


2.0 


8.71 



PRP-rhl L-2^*7^f^rh I L - 2 BSC KK^Ta 
jfcfU -t L/t H b O C *P R Pi«i:iU^T*ffl bfc. 
*BUO^«^^cD^-^^^i-±^i=> PRP CDP20)»tt*fctt 
P R P £ 9 l"<?1£ <Dte&®}\i P R P i&frG>fc&*Wn Uttt^ 

H»W2 

PRP-rh I L- 2^^f» 
PRP-rhl L-27?f ^Ct^T^^^^SttPRPfi*® 

K % PRP**a^&*-^ IL-2(BrIL-2) 



— 8 — 



nmm 1 Kf&n+z?* ^;na^> prp**&*&*7-> i l- 

21-2: 1 fcJ;tf2 0 : 1 (PRP : f L-2) CDlfCrt v f 'J 

LTtfIsli®*rLTfiS&«>-f PJ*(*, «>T>-f 

£L*. flSSKfCiH^^HPLC^ia^^r^t i-'o^ (Wa 
t e r 7tfi*r7jHi;^*-K) A 1 2 5/2 5 0T 

'J vl*£|g3fi#4*T*fl8!Lfc 0 ^-g#B r r L-2CitlSfLT:. * W< 

tt!KL/:g!^J;W^B r I L-2£SDS-PAGEfcJ:tf 
^x^^y-T'P-y HC £ {? 2f fffi L^ a tftt^l 0 0 I <0fcS*4**ffii« CO 

£W^"<&) *l=»*U *L>tl DORICS ^^iH^Ufc. '<f*-5 
F (Bi o-Rad> i-? ? M r/i^ 'J 7 * fis—TKWs 

ttt'ACDitl*3 0 i 0. 8T*^ft (0, 3 7*/KO h 'JXHC U p 
H8. SfeJi^O. 1 &?£>SDS) B ft^M^^/H*. Ti? 'J ;UT ^ K 

mStafc»&. : tfB : * C6 : 1 : 5) <D^<D0. 1 

25%0?-?7i/- CCoomass i e) T^-T^tt < £ fc> 1 ^ 



^^¥4-506662 (9) 

* Q tifi 1 6, 0 0 0 *OU-h Z-'Ofr^aGOSJ^'O K£B r [ L-2 
«»l«ML/: lx->K:*r^TttM£n*:, &&#fi J: 0 iff L^^MO 

PAGET^i^m^v 12x Vt^O HI^-883!'J* 
TT*«*»rjir- h P-t*/Uu-xKJ:K:#L*fc 0 JBS^B LOTTO ( ■; 

D-t^ffiPR Ptt» (E117-5) i> a-^^^^^tft 

B r I L — 2 "C 3 7"C^*jH>T l^yp-t'^/Ls ^UTBLOT 
TO«Ufc 0 lfctt;fl3(*BLOTTO*o^fttt*i:lt*Iyfc 
^-f3-?7ttf^t+^/-t*CKi rkegaard and p 
e r r y, t'Mt^K^) t? 3 7Xtc*?^r i «#W*tB L/=« 

Jfc ; 0. 06«©4-?DD-l-f7 h P BSTM 

jtb, * UTi*&*:7n v ^ v^ir «fc L/- a 7*- 6 HI- 
STTa tftPR Pf7tf*J±iS?#CDPRP-B r I L-2tt*tt<fcE«Ufc*<, 
»(*Br r L- 2 <fcRJ6L,*£*^fc. 8$£tf:©#^«tt, ^ 



I L — 2±^®PR PO#*f/; ^'J >/li7? t>*I££ 
A v/'J >^r^cD^s 'J ^ 01*4$ fc h'n*->xf;WJ ^ 

liPRF-Br IL- 2^&<*o^^ETlc%*L^o 4 8 (HMtSSU 1 0 
MlOMTT [3- C4, 5 +fc*TVfr- 2 - < /(O -2, 5 

-^x./Pf^'/^Aro^ kj i&m&mmL (5mg/m r. © 

PBS) f LT20i^i^^c MTT^4iT^5Si)ISJ; J: ♦J^lrl/ 

V^P^Z-^^^fia^j:^ 5 5 0 nml=*5ttJ5!RiK*»J5£-f t(i 
i,TgfLt 4 f-^*I70i:^ 2 : lfcJ:C520 : l©i^# 
cD^^t**i^<t35^^^^*S^U. zne>\i4m&#VB r 1 L - 2 J: 

^h-t'ns i o o ~ i o o o teta<^ 

PRP-B r E L-2^^^^7^ ^yo^jgg^tfe 



r I L - 2 iC^&^J$^©^i Itffii lt 0 i--<T<D7 5>r> 
li U >iBt7/l/: ^ ^ ^OjT' 1 mg/jn 1 ©»K^K^L/Co ^t&4^ii 1 

5PRP f-^L-Tfitl* U^^^«lsE * LT^^tftP R P^jfiffi^ t o 

mffi&2m I (DftSKDl 0 m PR P * ^fi&r&ft-fSS 0 Miz&T 

■fe-< 1= Jt t> BiT^Efe L^«fc -5 icffl* Lfc 0 JURsp^^tn: PRP tttt©^ 
ffi*^ I I I \Z&To PRP-IL-2 (2 : 1) m&ft\t9L&m<Ofc 
*^i^2, 3«M^ttPRPtt#*iir3aicM»b, L-T P R 
P-IL-2 (2 0:1) 1±W Z 3 m&W1m$:mftLtz a H b 

OC> t hPRP-CRM, t ,7n^!E^i, 3* 3 i! IC 6 f£cDtf; P 
RPTJfifO^SD^ei^U^c PRPli. Br I L-2iI*t5t, 6t 
PR Pfci^L/.</^0^«f^±^*»|se LttAwfco J: 
?i:> PRP-IL-2 (2 : 1) frJ:tf(2G : 1) 9f#(*li7^^ 



*§ It ¥4 -506662 (10) 



ft I i i 

PRP - B r I L-2m&ftKtt-fZVi'ViPRPt?ifrz>fc& 







GMT 


#P R Ptt# 






ik q 


Ik 1 


Ik Z 


Ik 3 




PRP+IL-2 


0. 70 


0.46 


0.54 


.46 




PHP-CUB, CHbOC) 


0, 38 


o. aa 


0.98 


Z. 3 


6.1 


PRP-IL-2 <20:O 


0. 35 


0:48 


0.55 


l" 0 


2.8 


PRP-IL-2 (2a) 


0.31 


0.35 


0. 36 


.71 


2.3 



rhlL-2 20XHbO 
2pl 125-250 
0.8 4X 




FIG. I 




— 10 — 



ft H ¥4-506662 (11) 




1 2 3 4 5 



8 9 10 



AO - 
50 - 
60- 



50 \ 
I0O - 




IL2-HbOU:£OJ 



V uv 



FIG. 5c 



i) y?y? 

3) ^ rIL-2 

4) FRP-IL-2 <2Q:1} 

5) PRP-IL-2 (2:1) 

ffiB r I L-2^fSt&ra-h'y/ 

7) rIL-2 

8) PRP-IL-2 (20:1} 

9) PRP-IL-2 <2:1) 

10) 7?^? 



FIG.6 



0J5O' 



O.JOO 
* 0.050- 



■ ■ PRP/iL-2(2:l) 

A A PR P/IL-2 120:5) 

□ □ PRP/IL-2 120:1) 



0.00 0 1 I I ft mi" ^TTTTT^^^i 



.OOOt 




.OOi 01 .1 



FIG. 7 



(12) 

tt jE*0^ L (MS**) «tH* C«*rS3=a? 1 8 4 a > 
F CT/US 90/03983 

ft Wf T > y rt^*ISf-*-3-^3Hi I 4 6 2 3 

ofx^^ - W-^hU — o — K 3 0 0 

4 - ft A T 1 0 7 
6= W m^C^^ES^S ITS 9# 1 5# 

0 * a * & a 

Be € C6G78)^S± 'J^ 0 * f t 
« ft 3585-2256 

1991^8^60 

6 . 

< 1 ) *8jE#<^L CHK:fc:> 1 51 




lKIEtft!!&l±*»-PlM h*^>> 'Jvt^O, 

- >; 1 a , 4 >5 -V I $^ f y ? - <) 

3, fctti&SH^Ii, JMJaiES^ ?x*?'jf->^ 

Butan^-Maa?* *r>*y ^AMMtH^ t bv£>*tz& 
fcii*-y T&wm&<z>^'7'* k^j ^i'tn 

if BB (Haemophilus influenzae). ( E 

scherichia coli), (Neisseria 
meningitidis), CStreptococc 
us pneumoniae), im&mftm <S t r e p t o c o c 
cus pyogenes),** A^S CBranhameUa 



catarrhal is). -=> (Vibrio cholera 

e ) . y7f ,| J71 (Corynebacter ium dl phte 
riae), *g (Neisseria gonorrhaeae). 
~BBWm (Bordetella pertussis). (P 
seudomonas a e r u g i nosa) , Ifl: K ^ £fc@S C S 
taphy Jo coccus aureus 

ielJa pneumoniae) *fcliift*£liS (CUstri 
d i urn t e t a n i ) S 4t.4> ±IBSS 5 igfHtt© J££r#o 

8, #'J -7-*^fi^ T J ^-li, CS. p n. e umo 

n t a e) <0dnWSI 1, 4. 5, 6 A, 6B. 9 V. 14, 18C, 1 
9 F£*:li2 3 F *>©TA5. ilSE^ 6 £II5lft£>8!&# 0 

meningitidis) A * fcFi^-^CC^ROIr y 

IK Yn4->*tz&v>*ii i-oy, 4 > 



—12— 



ti-f y ^Tfc*. ±1281 0 3(1218^ 7 ^>*finS&Fo 

{>ftMirt>£ttru &gE£iW?£&**rU ffSE^/SfiflfSSr^'i' r?W 

15. 2K*£&0*:tf "J THisjVi) fcf 

^7r-M^ti!), -f > $> - 'J ^ - 2 litf «; y jtfi' >J tf h - 



»S¥4-506G62 (13) 
m m m & n & 



!l£SSfl§ WQ3933 



|pc 5, A 61 K 47/4fc, A 61 K 39/385 



A 61 K, C 07 K 



m. ancumiiTi censiBium ft) ■< ftmw< 



A i a&/12458 (CELL MED , IHC.) 
26 December 1969 

at- page 1, paragraph 1 - page 7 r 
paragraph 5; page 23 , paragraph 3 
page 29, paragraph 2; page 38 P 
paragraph 2; page 45 - psg« 49, 
example 4; claims 1-fi 



A. 83/0684 3 (IKWUNEX CORPORATION) 
22 Septerflbit 19 86 

see page 1, line 6 - page Z, line LI; 
page 13, Unas 17-32 



EP, A, 0 5 98 531 { CONN AUGHT LABORATORIES) 
IB January 196 4 

see page L , paragraphs 1,2? page 2, 
paragraph 3 - page 5 , paragraph 2 



1-30.35-SS 



1-30 , 35-55 



" HIM <t»n.r 



" i<n»m»ni ifi*rrm« t» an ai 



Dab el Ih* A-Clval Ca— oiaiwn at IM IFIarru 

20th September 1*90 



EUROPEAN PATENT OFFICE 



» ■CTr«*ff1«'..«a 



IE 



•PCT/US 90/03983 



III. nocUMEWTS COW DEB.EB TC 6C «5Uv*HT [C0«T-|NVEP **OM TM(t SstcgMIJ il*tf| 



US r A r 4 673S7 4 (P.W. ANDERSON) 
16 June 19B7 

see column 2, line 50 - column 3 
line 39 1 coluitsn 4, Unas 25-63 } 
claims 

(cited in the application) 



The Journal of Immunology/ vol. 139, no. 3, 
1 August 1987, The Arcrican Association 
of TmjJiunoXogists, Baltimore, (US), 
%.. NenciOni et al- : "Tn vivo 
immunostimulatina activity ot the 
163-1,71 peptide af human IL-Lbeta", 
pages 800-804, 

sea p&g/e 800 , abstract; page 803, 
paragraph 3 
(cited in the application) 



1-30,3S-SS 



„•», FCT/US 50/03983 



W»mi INKMtTtpil gqMTIXUPB HWI THl 1ICONS »HtlT 



V.[} fj anny>TIBN» WHIIII CIRTalH eumlWHI FOfNP MUiUcmilLI i 



•i rtwr, ^hiar Anirk 1 1 [r- (H ■<- ' i-w. Mmnf ajiMar 



claims no. 11-3* 

see PCT Rule 29.1 (iv) 



I-i I Cum «.hkTii , aac 



j orsiwyjiTioNSWHiM ^irt of wruriM js lacks a • 



*D *» 'Hl*rt Himm K i M w S^naMtrHtt). 

I IPH CIMIK N U Uaprarf by cl 



□ Th» M.nt*F. " mmtm H*t mm, 



ran. •CTMAJTIB <aaa.a, W a W ai 1ft) wavy i*U) 



— 13 — 



i R I 1 S S 

LIS 9003983 
SA 38B36 




Vfl-A- 


3912*58 


28-IZ-S9 


AL-A- 


37>?989 


12-01-90 


*&-A~ 


B8CGB43 




U£-A~ 


4S79374 


07-1I-S5 








AU-A- 


U264*e 


io-io-aa 








EP-A- 


Q34SS£9 


10-Q1-9D 


EP-A- 


0095581 


1B-01-84 


US-A- 


4496538 


29-01-85 








AU-B- 


661978 


21-05-87 








AU-A- 


1BZZ783 


OB-OZ-8* 








CA-A- 


1E106SS 


OZ-09-86 








WO-A- 


84QQ30O 


02-02-84 








US-A- 


4619828 


28-10-86 








US-A- 


4644059 


17-02-87 


US-A- 


467357* 


16-06-87 


US-A- 


47G2713 


09-08-88 








US-A- 


47E1Z83 


02-C-S-88 








US-A- 


49Q25C6 


20-02-90 



H¥ 4-506662 (14) 



— 14— 



